Our initial approach to the target molecules 2 and 3 is shown in Scheme 1 and was based on an Ullmann coupling reaction of N-trifluoroacetyl-2'-iodonorlaudanosine 7, to deliver the desired bi-aryl coupled product. The key compound 7 was prepared as shown in Scheme 1 from the known compound, 2-iodo-4,5-dimethoxyphenylacetic acid 4 10 as shown in Scheme 1, using standard procedures. The Bischler-Napieralski cyclisation of 5 was carried out efficiently using PCl 5 in CH 2 Cl 2 according to the procedure of Ziolkowski et al.
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Surprisingly the amide 5 has only been reported once and not in a readily accessible journal. 12 The iodides 6 and 7 are new compounds, while the corresponding 2'-bromo analogues of these compounds are known. 13 Heating compound 7, or its corresponding 2'-bromo derivative, in the presence of copper-bronze at 220 o C under solvent free conditions for 1.5 h lead to quantitative decomposition of the material and no recognisable products could be isolated. An alternative and successful synthesis of 2 and 3 is shown in Scheme 3, this synthesis involved formation of the key biaryl bond early in the synthesis and then construction of the isoquinoline rings. To this end several methods to prepare the known biphenyl 9 [13] [14] [15] were examined (Scheme 2). Under traditional Ullmann coupling reaction conditions, 13 heating compound 8 in the presence of copper-bronze at 220 o C under solvent free conditions for 1.5 h gave the desired biphenyl 9 in 69 % yield. When the corresponding bromo analogue of 8 was employed the yield of 9 was reduced to 45 % due to the formation of the debromo-derivative 10. Alternatively, the biphenyl 9 could be obtained by direct oxidative coupling of 10 using phenyliodotrifluoroacetate (PIFA)/BF 3 reduced the amount of 11 formed to 20-40% the yield of the desired biphenyl 9 was still relatively low (10-20%). We found that the addition of 4Å MS to the reaction mixture worked the best and suppressed the formation of 11 to 10% yield. 
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The biphenyl 9 was then taken through to the bis-benzylisoquinoline 2 as shown in Scheme 3 using the chemistry described in Scheme Cytostaticity studies against the cancer cell lines, H460 (human non small cell lung), MCF-7 (human breast) and SF-268 (human CNS) were performed at the Peter MacCallum Cancer Institute, Melbourne using NCI protocols. Initially the % cell growth of cells incubated with 25M of the compounds, thalicarpine 1, 2 (major diastereomer), 2 (minor diastereomer) and 3. The results are presented in Table 1 . Compound 3 ( Table 1 , Entry 4) showed the weakest cyctostatic activity on all cell lines, while both the major and minor diastereomers of 2 ( Table 1 , Entries 2 and 3) showed stronger cytostatic activity than thalicarpine (Entry 1). The IC 50 of the major isomer of 2 was determined to be > 40 M on the same three cell lines, which indicated it had only modest cytotoxictity. In conclusion, the novel laudanosine dimers 2 and 3, in which two laudanosine units are linked via a C-2' biaryl bond have been prepared by a sequence that involves formation of the biaryl bond first and then formation of the isoquinoline rings. The rac-and mesoforms of 2 were readily separated by column chromatography. Compound 3 showed the weakest cyctostatic activity on 3 cancer cell lines, while both the major and minor diastereomers of 2 showed higher cytostatic activity than thalicarpine 1.
EXPERIMENTAL
PS refers to the fraction of petroleum spirit with a boiling point of 40-60 C. (t, 2H, J = 6.9, Ar-CH 2 -CH 2 -NH). 13 Ar-CH 2 -CO), 2.66 (t, 2H, J = 6.9, Ar-CH 2 -CH 2 -NH). 
